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HIECHET AG lNDIVlDUAL RESULTS FOOL, LDNSUHPT~ON AND BODV YElGHr .’ PYARLtA F3’(SCHUNG TOXIK3LO;IE 

EG! HT 004 ’ STUDY 
HAT 

0545 

Go:zip 
1EST DRUG:H~W~GDOSE LEVEL 

100 
t31.04Y IF STUDY 20.09.1976 , 27,TEST 

START UF STUDV 21.36.1976 ‘4EPARAlIOV OClOP 1133X 

EYE 
STOY4CY TJBE 

FEMALE 
HAlNlENANCE IN GROJP; 

AYIYAL 
rJJ’iBER 

ANIMAL WEIGHT IN G 
COMP. TO COMP. TO 

48S3LUIE IN1 TIAL PREVIOUS 

82.2 
14.7 

4.6 
3.0 

#p;RpOLDER IN G 
AFTER 

FILLING FILLING 

? 
7oQI 

700: 
fE 
729 
38 

El 
738 
Tft 
754 
754 
754 
754 
754 

FOOD COYSJYPIIJY 

61 DAY 
g 8p)NJ: $GH’ 

14.L 
LG.1 
19.1 

5*:;; 
6333 
6.59 
7.43 
6.17 
7.75 
7.53 
9.32 
6.74 
6.85 
7.52 
7.22 
6.37 
7.24 
6.52 

13.6 
13.6 

::*66 
1313 
13.‘) 
t:*i 
13:a 

14.32 7.336 



H3ECHSr AG INDIVIDUAL RESULTS FOG, iDNSUllPTION AN0 BODY rlEtCtIr ‘qA3YA F3iSCtlUrJG TOXIK7LOr,IE 

!wc! F-o4 
STUDY 0545 ;;l-;; OF STUD’l 21.06.1976 P3EPARATIOY OCTOP IR3 X 

STOYACY rJBE 

wp 
TEST DRUG: 2NU DOSE LEVEL 

+34.D4Y 3:%JDY 23.%!:%6 
%:NTE NANCE 

FEYALE 
IN GROJPi 

t 28.TEST 

AYIY4L 
NJ’!BER 

AN ‘MAko;F IGHT IN G IN G FOOD CWJSJYPT I IV 
TO COMP. l-0 

ABS3LUlE INhAL 

W$IR;ULDER 
AFTER 

PREVIOUS Ff LLING FILLING G/DAY 
g 0;m: y;G”’ 

12.63 6.554 4 



%x? ciT”74 S T IJD Y 0545 START flF STIJDY 21.06.1976 PREPARATIDY DCTOPIROX 

Gn$!!’ 
TEST f-~?ll!;: 2iJI DOSE LEVEL ST DMACH TUBE 

1Q.I Yc,/KG 
;E;TE 

FEMALE 
t9B,DI\Y If- STUDY 27.39.1976 

MAINTENANCE 

IN G’ 

29, TEST 
IN GROJPS 

I 
ANIY4L 
NUUtlER 

A’4 IYAkL$$ ICtIT 
I L TO LUMP. TO 

FUOD CONSUNPT IUY 
AIIS-ILUTE IMiiI4L PREV10lIS 

fW;R;OLOfRA;~E~ 

FILLING FILLING G/DAY 
III BWX gfa;GtiT 

I !iEAN, 194.2 74.8 15.4 15.5 4,‘) 3.3 12.83 6.672 



e 3Wk / ? \ 
HOECHST AG 1’4~lVIDlJ4L 3ESULTS F 10 CONSUMPTION AND BODY HEIGHi PHARYA FORSCHUYG TOXIKDLUSIE 

;I: Iii; 
g;WgP 

w’4 STUDY 0545 

TEST DRUG: 2ND DIISE LEVEL 
111 -I YC/KG 

+131.DAY _IF STUDY 3*‘.‘.,‘:,.1976 , 3’). TEST 

ANIY4L 
NUMFIER 

2;;;; OF STUDY 21 .Ob. 1976 PREPARATIDY OCTOP IROX 
STOMACH TUBE 

SEX FEMALE 
MA1 NTENANCE IN ^^_._.^.. 

bHUUY!J 

783 

3:; 
783 
783 
845 
845 

% 
845 

t ,/ ‘; ,, i 

i I 
, G 

I. 
, 

rl 
: 



3i3 
HUECtiST AT, IYDIVIDIItL RESULTS FIJUO CONSUMPTION AND 8ODV HEfGHf PHARYA FORSCHUYG TOX~KOLOGIE 

HT “1.14 STUDY 0545 
RAT 

START OF STUDY 21r06.1976 PPEPARATIDY 3CrOPIROK 
TEST DGIJG: 

13’) 
2ND $1 SE Lf VE L 

RUIJTE 

+135,34Y IF STIJDY n4.?h!f:76 
SEX 

ST UMACH TUBE 

MAINTENANCE 
FEMALE 

31. TEST 
IN GROUPS 

IN d 
CUMP Tt) 
PRk vf IluS 

FgfJD HnLOERAh& 
F!:fi%i 

FOOD CONSJMPT ION 

FILLING G/DAY 
% RF:;: $#GHT 

r;, 
r’!: MEAN 
f&y 

: ig.; 76.6 
. 13.1 

* 8 
i t* 

-: 707 STUDY END 

-; 
;:J 

STlJDY END 
STUDY END 

:*69; 
767 STUDY END 6.72 6105 

-1 707 
‘1 896 

STUDY END 

E 
z 8ooyv EENNE f f 2 5 

iv8 P 

STUOY END 
6:45 

Rib STUDY END 12.2 12.2 6.52 6.35 

-0.5 
3.4 

12.47 .: 6.393 
.I 



4 ..i I 3u4 
WEC HST AG INOIVIDUAL RESULTS FOi, 

\ 
cONSUPFTIGN AND BODY WEIGHT PHARMA FOPSCHUNG TOXIKOLI)CIE 

METHOD HT 004 STUDY 0545 
EST DRUG: 3RD OOSE LEVEL 

+l.DAY OF STUDY d:!!%6 , I. TEST 

Hi;; OF STUDY 21.06.1976 PREPARATION OCTOPIROx 

SEX 
STOMACH TUBE 

MA1 NT ENANCE Y?hEGRD”PS 

BFJJMskk AN sFAlo#~!G# &pG TO li?HM? LDEPAFr~li 
FOOD CONSUMPTION 

ABSOLUTE INITIAL PREViOUS FICLING FILLING G/DAY 
4; B$Ry ;;;GtiT 

00162 
001t3 
ext4ff 
00371 
00172 
00113 
8%: 
00 81 
00 1 82 
8 8 1% z 
8iw 

1 00 1 92 
00193 
I 8 18 tt 
00201. 
00202 
00203 : 
00204 

!i! EAN 

I I : 

126 
13; 
148 
146 
1 39 
120 
1 4JP 
126 
11 4 

978 
978 

1 
023 

976 

1 
1008 
1008 ; 

'1008 

“:, 





, *,/,: .I’ 

“‘/+ HUECHST PC, 

r! -1 i 306 
INDIVIDUAL RESUllS FOUL) CCNSU~PTICN ANC BOW WEIGHT PHARHA FOKSCHbNG TUXIKOLUGLE 

iKx! Kr’a4 ZlCDY 0545 

%k!p 
TEST DPlG: 3RD DOSE LEVEL 

i5C )rG/KG 
+7.DAY OF STUDY iB.CC.lc.76 I 3. TEST 

ANIMAL 
NUMBER 

!i:ir”; CF STUCY i1.06.1976 PREPARATION OCTOP IROX 
STCMACH TUUE 

SEX MbLE 
CAINTEhANCE If\’ CROUPS 

AN IMAL kE IGH 1 Ih G 
CONP. TO COMP. TO 

f#IRHCLDERA;~E~ 

Al3 WLLiTE INIllAL PRELICL’S FI LliN E FILLING 

F CCC CObSUMPT IUN 

G/CPY 
% “Cll;: W&GH’ 

‘:EAN Jfi.5 19.4 
r 11.1 4.2 38:65 : i s 



HOECHST AG INDIVIDUAL RESULTS FC,L, CONSUHPTION AND ROOY WEIGHT ;’ PHARHA FQRSChUNG TOXIKCJLOGIE 
HE THOD 

\ g$p- Loo4 
SlUDY 0545 START OF STUDY 21.06.1970 PREPARATION OCTOPIROx 

STOMACH TUBE 
OUSE 

TEST OPUG: 3AO OOSE LEVEL 
250 

+lO.DAY CF STUDY 01.~~!%6 
!zTE MALE 

4.TEST 
MAINTENANCE IN GRCUPS 

I 
ANIMAL 
NUMBER 

ANIMAL WEIGHT IN G 

ABSCLUlE 
CCMP. TC COPP. TO 

FOCO HOLOER IN G 

INITIAL PPEVICUS F%?%i 4KEG 

FCOO CONSUMPTION 

G/DAV 
t 8(X&’ &GHT 

00160 

8Xt%i 
00163 

* EM 
00171 

8XfE 
00174 

K:f 
00182 
00183 
00184 
00190 
00191 

E.GS ’ 
00194 
00200 
00201 
00202 

KX43 

26 
42 

2373 

12.5 
12.5 

12.7 

!iEAN 12.35 7.850 



‘c 

HOECHST AC INDIVIDUAL RESULTS Fk., ‘CONSUHPTION AND BODY WEIGHT PHARMA FORSCHUNG TOXlKOLOGtE 

!%R F&oo4 s 1lJDY ct45 

GD%!p 
TEST DPUG:M;M)GOOSF LEVEL 

250 
tL4.DAY OF STUDY 05.07.1476 , 5.TEST 

START OF STUDY 21.06.1976 PPEPAPITI~ZN OCTOPIROX 
SlOt’ACH TUBE 

“sv MALE 
MA t NTENANCE IN GROUPS * 

ANIMAL Ab4lMAl HEIGHT IN G 
NUMBER COMP TC COHP 70 

FOG0 HOLOEPAjyE; 

ABSOLUTE INhAL PREVhUS F~~~~% FILLING 

00160 

“ox 

88’66; 
1 

8: a! 
00172 

XWl 

8819’3 

8%5 
00184 
00190 

:ix 
00193 
00194 
00200 
00201 
00202 

00002200~ 

!lEAN 

659 

G/OAY 

FOOG CC!NSUHPTION 
% BN& ;;;GIil 

7.67 
7.32 

23 
of97 
8.11 
7.42 
8.36 
7.06 
9.20 

8.160 

‘I I I 

I I 
I I 

,I I 



. . _- , .  ” _ A--.. _..  sm .  _ ,  D-e-I*__ AS - A.%. _ .  .  .  r *. .-  s .4 a. i. AL...‘ .  .  . ._ b .- 

(:! .  .  n 3uz 
HOECHST AG INDIVIOUAL RESULTS t ,; CONSUMPTICN AN0 BODY WEIGH, “ Pt’ARHA FORSCHUNG TOXlKOLOGIE 

HAK% &oo4 s TUDY 0545 
GROUP 
DOSE 

TEST DFUG: 3RD COSE LEVEL 
250 

+l?.OAY OF STUDY Ofd$!%6 6.TES7 

START OF STUDY 21.06.1976 PPEPARATIGN OCTOPIROX 

PsPiTE MALE 
STOPACH TUBE 

HA INTENANCE IN GR@UPS 

ANIMAL ANIMAL HEIGHT IN G’ 
NUMBER 

ABSFLUTE 
COMP. TC COHP, TC 

FOCtD HOIOERA;~E; FOOD CONSUMPTION 
INlTlAl. PREVIOUS Fi:f% FILLING G/DAY 

? “cg ~~:GtIT 
. 

9A6 
986 
9f36 

%i 
1000 
1000 

tti% 
1000 
1026 
1026 

YE 
t 026 

:88: 
LOO6 
1006 
LOO6 

KG 

x% 
1000 

MEAN 184.8 
s 13.8 5E 

10.0 
. 3.7 

13.83 7.729 



iklf- X0 
. . 

. 

$2 
a 0 

* 

U-5 
ov)c 
0 

UJoui 
ttul 

w- 
- 

l t 
UJa- 
322 a- 
-10 
Lu 
-t La 
UA 

0 fA 
m

 
a 

. 

2 c 



HOECHST AG INOIVlOUAC RESULTS FO,, iQNSUMPTION AND BODY UEIGHT 1 

Kx! yroo4 STUDY 0545 

PKP TEST DRUG: 3RO DOSE LEVEL 
250 

t24.DAY OF STUDY ,d!k6 B.TEST 
ANIMAL 
NUMBER 

00 60 
I 

8813 
00 63 

I 
0000 ia 
00 71 I 
8X 
Oooolid 
oOoOfaBh 
8X 82 I 
00190 
t.lo191 
00192 
%K 
K8p 
00202 
00203 
00204 
!EAN 

PHARHA FORSCHUNG TOXIKOLOGIE 
START CF STUDY 21 06.1976 PPEPARITICN OCTCPIRDX 

WE MALE 
SiGWACH TUBE 

MAINTENANCE IN GROUPS 

ANIMAL WEIGliT IN G ’ 
COPP. TC CCPP TC 

F 
0 

CO HOLDER IN G 
ABSOLUTE IN IT I AL PREVbJS FfL%$ F: KflG 

FCIOC CONSUMPTION 

G/DAY 
8 B~ClRy #GHT 

7.71 
6.82 

6.40 
6.65 
iof1 . 

16.04 7.877 



HOECHST AG INDIVIDUAL RESULTS FOOL ,dNSUflPTI ON AND BODY WE I GHT PHARHA FORSCHUNG TOXIKOLnGIE 

!z$E! ZXTD04 
STUDY 0545 

K!i!p 
TEST DRUG: 3R0 DOSE LEVEL 

t28.DAY O?!TUDY 19.!!!:!76 9.TE ST 
1 

START OF STUDY 21.06.1976 PREPARATION OCTOP IROX 

Rs~~TE 
STOMACH TlJBf 

MALE 
MAINTENANCE IN GROUPS 

ANIMAL ANIMAL HEIGHT 
NIJHBER COYP TO !!MP” 

INIiIAL 

FOOD HOLOEfWE~ 

A8 SOLUTE PREYi” F!:!%: FILLING 

FOOD CONSUMPTTON 
%  8WI;: #GHT 

G/DAY 

16.0 
16.0 

:x 
16:0 
t ?\ 

7:1 
t 
J:'I 
16.2 

216 
SE 
200 
%  
242 
212 
229 
%  
# 
231 
203 
195 
222 
238 
202 
K  
$5'; 
206 
210 

86 990 
990 
990 
990 
BUS 
972 
972 
3; 
974 
974 
974 
974 
974 
3: 
970 
970 

1% a0 3 
‘1838 
Hi% 

218.2 85.1 
14.6 9.7 

8.00 
7.22 * 
8.29 

6.82 
. 8.64 

7.28 
3 
7:88 

16.35 7.666 

I i 
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/“\ f- 
t13 ECHST AG INDIVIDUAL RESULTS FL,< : ’ CONSUMPTION AND BODY WE1Gt-W ’ PHARMA FOR SCHUNG TUXI KOLOCIE 

HT 004 
RAT 

STLDY 0545 

t%p 
TEST DRUG: 3HU DOSE LEVEL 

250 
t35.DAY OF STUDY 26.%!%6 11.TEST 

;K$\ Of STUDY 21.06.1976 PREPARATION OCTOPIROX 
STOMACH TUBE 

SEX 
NAiNTENANCE H%EGROUPS 

A\ IHAL 
NUYBER 

ANIMAL kElGH1 IN G’ 
COMP. TO COHP. TO 

FOOD IjCLOEA IN G 

AB SOLUTE INI TIAL PREVt OUS F~ti~~~~ F!;I h f 

;EAN 

iI 18 t a 
11 

9 

t? 

I$ 

18 

t : 

t 
B 

1: 

t 
12 

t 
10 

FOOD CONSUMPTION 

G/ DAY 
X BtK& ;i;Gti’ 

%-5 
20:6 

18’66 
21:1 
21.1 
21.1 
21.1 
21.1 

20.65 

8.96 

w 
9:74 
9.60 

9.47 
9.62 

81% 
9:20 

I  _., I  
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f ‘I /’ ,, 3lb 
tt3ECHST AC INDIVIDUAL RESULTS F. CONSUHPfIOM AHD BODY WEIGHI ’ PHARHA FOR SWUNG 10X1 KOLOGI E 

3 :NH:Lo KToo4 SILDY 0545 
GROUP 
DJSE 

TEST DRWWIGDOSE LEVEL 
250 

t42.OAY OF STUDY 02.00.1916 13.TEST 

START OF STUDY 
ROUTE 

21.06.1976 PREPARATION UCfOPlROX 

SEX MALE 
STOMACH TUBE 

HAINIENANCE IN GROUPS 

ANIMAL 
NUMBER 

ANIMA;L&IGtii IN G 

A6 SOLUTE INI ii AL s 
ONP. TO 

;~;;R;CLDERA{;E$ 

REVIOUS FILLING FILLING 
00 160 
t%:: 
OoOo\z 
00 70 

t 00 71 
00 172 
00173 

88;;: 
001e1 
00182 
00183 

%G 
00191 

Ki: 

88% 
00201 

8izZ 
00204 

;EAN 
* I 

617 

22; 
617 
617 
610 
610 

3: 

66% 

% 

b600; 
658 
650 
658 
650 
658 

3” 
& 

34 
624 

9 10 
9 10 
910 

zts 
900 
900 
900 

;oot 
962 
962 

2 
962 
932 

3 
932 

% 
972 

Gf 
972 

FOOD CON SUYP TION 
% BW& bii:GHT 

Gt’ DAY 

:x 
19:3 
19.3 
19.3 
20.9 
20.9 
20.9 

tOo*:: 
20:6 
20.6 

7.63 

XT 
e:s3 
8.69 
8.87 

;*9551 
7:93 
9.23 

K*’ . 
4 

k0 

%8 
21.0 
21.0 

20.11 8.185 



t13ECtISf AG INDIVIDUAL RESULTS FL,- CONSUMPTION AND BOdY WEIGH1 ’ PHARIIA FDRSCHUNG TOXI KOlOGlE 

1: :$f kLoo4 STLDY 0545 

3!zp 
TEST DRLG: 3RD DOSE LEVEL 

+45.DAY D;5!iTliDV OS.!:!?:76 I4.TEST 

AU IMAL ANIHA;O~;IGt~T IN G 
NUMBER TO COHP. TO 

A8 SULUTE IN1 iIA1 PREVIOUS 

fiTd!‘E OF STUDY 21.06.1976 PREPARATtON OClOPlROX 
SfUH ACH TUBE 

SEX MALE 
MAINTENANCE IN GROUPS 

;;;WR;CLDERA:;Eg FDOO CON SUYP T ION 

FILLING FILLING G/DAY 
‘It f3tIIRy ;d;GtiT 

259.2 126.2 10.4 
L8.3 14.5 7.0 

8 

ti 

t ! 
2 

2% 
6:41 
7.96 
7.91 
7.31 
6.20 
6.42 

Et; 
5:82 
5.99 

55% 
d24 

8*$4 
d49 

‘I% 
6:67 
5.56 
6.27 

ix . 

16.93 6.703 * 



l l 
t > ‘3 ;I 4.8 

HIECHST AG IN01 VIDUAl RESULTS F. ti CONSUJ4PTION AND BODY WEIGH1 PHARHA FOR S&HUNG 70X1 KOLOG I E 

MnKx! 
tlr 004 
RAT 

SlLQY 0545 ;T+;‘E OF STUW 2 .06.1976 PREPARATION OCTOPJROX 

E!p 
TEST DRUG: 3RD DOSE LEVEL 

4 TOHACH TUBE 
250 

t49.OAY OF STUDY 09.%!%76 

SEX 
MA IN1 ENANCE 

HALE 

15. TEST 
IN GROUPS 

AY JMAL 
NUYBER 

ANINA;O$;JGHT IN G 

AB SOLUTE 
TO CONP. TO 

JNJ iJAL 

pJmJR~CLD”RA&4& 

PREVIOUS FILLING FILL JNG 

\ FOOO 

G/ DAY 

21.9 
21.9 

IE . 

22:: P 

CON SUMP T ION 
0 B52’0& if;GHT 

;EAN 

276 
285 

% 
242 

tz 
282 
293 
246 
269 
252 

% 
253 

fxi 
280 

% 

3’: 
265 
247 
256 

868 
868 
868 * 
868 
868 

3 t 
911. 

3 

El 

iI 
020 

x=3 

ii;; 
857 
876 

3:. 
876 
876 

2P? : 132.3 
. 15.9 

. 

5 20.8 
20.8 
20.8 
20.8 

.20:5 fill*; 

20.5 
20.5 

21.57 

m! 
7:88 

!:i: B 

8.260 



MECHST AG lNOIVIOUA1 RESULTS Fbi~u’ CONSUMPTION AN0 BODY WEIGHT PHARHA FOR SCHUNG 10X1 KOlOC IE 

% KiLu HT 004 STLDY 0545 
RAT 

GIOUP 
DISE 

Tf ST DRW3WIGDOSE LEVEL 
250 

t52.DAY OF STUDY 12.08.1976 16.TEST 

;Tou”r”‘E OF STUDY 21.06.1976 PREPARATION DCTOPIROX 
STOHACH TUBE 

SEX MALE 
MAINTENANCE 1N GROUPS 

A’4 IMAL 
NUMBER 

ii00 KY 

ix; 

ooxi 
00171 
00 172 
00173 
00: :z 
00181 
00 182 
00183 
XEo4 
00 91 
00 f 92 
00193 
00194 
%$8~ 
iE85 
00204 
;CAN 

ANIMA~O~~IGHI IN C FOOD CONSUMPTION 
TO COHP. TO 

INI;IAL 

FOOD H@LDEAAJE; 

AB SOL IJTE PREVIOUS F!:i%% FILL INC G/DAY 
% BfJJRy #GHT 

36 
6 

273.4 140.3 
20.0 19.6 482 

kP 
6.38 

w 
7:40 
7.27 
x 
6:48 
6.49 
7.56 

7.65 
6.76 
6.54 
6.97 
6.83 

18.11 6.754 



!-Y 
MECHST AG INOIVIOUAL RESULTS F. CONSUMPTION AND BODY WEIGH\ PHARHA FOR ~HUNG TOXI KOLUC I E 

~~:~;~ 
HT 004 STUDY 0545 
RAT 

%!p 
TEST DRUG: 3RD DOSE LEVEL 

t56.DAY Of*h”DY 16%!?:76 17.TEST 

STAf’E OF STUDY 21.06.1976 PREPARATION CICTOPIROX 
STOMACH TUBE 

SEX MALE 
HAINT ENANCE IN GROUPS 

AN IM4L 
NUYBER 

AN1 “A)LkEpl GHT IN G 

AB SOLUTE inrirrti! tJ 
OHP. TO 

t==F;R;“LOERAfT”E; 

REVIOUS FILLING FlLL ING 

FOOD CON SUMP TION 
% BMlHy ;Ef$GHT 

G/DAY 

273.5 
19.4 

152 
164 
192 

fE 

Ki 

1 
62 

1% 

::: 

f33ST 
130 

:260 
151 
142 
134 

:5s 
144 
133 
124 

140.4 
16.6 

/ I ’ 

-3 
1 
4 

‘0 
-2 

fil 
-? 

-: 
-16 

7.99 
7.08 

VP3 
a:37 

21.1 
21.1 
21.1 
21.2 
ff.$ 

21:t 

fkf 
16:s 

::*t 
K8 

8.60 

f*Zf 
’ 7:08 

7.54 

76% 
bh 
7.35 
7.25 

20.62 7.574 



I iOECHST AC, INDIVIOUA~ RE sum woo CONSUCPTION AND may bdEwtiT 

2jh 
2Y6 



I Y) 3%% \ 
110ECHST AG INDIVIDUAL RESULTS FOCIIJ C~NSUHPTION~ AN0 OOQY WEIGHT PHARHA FUtiSCHLNti lU>IKUlUGLE 

IMETHOD tiT 004 5lUOY 0545 
AFJ INAL RAT 

Ei? 
IFSI DRUG: ?un OUSE LE VFL 

+63,L)AY “F2550r”I)Y 23.~~!%6 19. TEST 

ST4RT OF STVIJY 21.Q6.1’JIG I’REPARA 1 ItJY UCTOPIHOX 
RUO T E STtJM4C.H TIJHE 
SEX MAL E 
MAI NT EhANCF IN CRIJUPS 

9hY 
LO42 

OIED 
1042 
ID42 
1042 

6.39 



9’ . 
. 

-‘m
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WECtISI AG IND~VlOUAL RESULTS f-001, iONSUMPTIOh AND EtODY WEIGHT PHARHA FORSCHUNG TOXtKOLOGlE 

;l3;; CF STUOY 2 1.06.1976 PREPARATION OCTOPIRcJr 
STOMACH TUDE 

SEX MALE 
I’AINTEh’ANCE IN GROUPS 

AN IYAL AN lH”~Lh; I GH 1 Ih G 
NUH BEH 

FCC0 tiCLOERA&4g 

AB SOLL’TE INliZ CPKM! Fm% FILLING 

2cio.e 
23.1 ‘X . 

958 

;;a8 
958 
958 

8% 
956 

99% 
1004 
1004 

K% 

‘3E 

GE 
904 
984 

1050 
1050 
1050 
to50 

FOOG CONSUHPT ION 
g Em;;: “oyil 

G/DAY 

20.6 
20.6 
20.6 

%*b 
19:9 
19.9 

:99-99 
19:9 
19.0 
19 .o 
19.0 

Kx 
20:3 

%-$ 
20:3 

:2: 
t9:1 

i;*: . 

19.82 

6.92 
6.34 

?% 
7:3a 
6.90 
7.13 

6.40 
7.15 

5’2 
6:62 

!*8? . 

6.642 
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HOECHST AG INDIV1DUAL REStillS FOO,a t.ONSUHPTION AND BODY HEIGHT PHARHA FORSCHUNG 70XIKULUGIE 

!%HHoA: HT 004 STlDY 0545 
RAT 

GROUP TEST DRlC: 3RD DC,CE LEVEL 
017SE 

+73.DAY “8T”“Y C2.!!!!:76 22. TEST 

;&M’E OF STUDY 21.06.1976 PREPARATION OCTOPIROX 

SEX 
STOMACH TUBE 

MALE 
NAINTEhANCE IN CROUPS 

: i 



( .! 1) 
HOECHST AG INDIVIDUAL RESULTS FOOL ,.ONSUHf’TION AND BODY WEIGHT PHARHA 

!mE! HT 004 
RAT 

STUDY 0545 

E%p 
TEST DRUG: 3RD DOSE CEVEC 

250 
+77.DAY OF STUDY 06. %!:G976 23,TEST 

START OF STUDY 21.06.lf76 PREPARATION 

FETE 
STUHACH TUBE 

MAI NT ENANCE M% E GROUPS 

i%XE k ANIMAL WEIGHT IN G 

AB SOLUTE 
COMP. TO COHP. TO 

FCOD HCLOEt’WE; 
INI 11 AL PREVI DUS FP::% FILLING 

!EAN 

308 
334 
346 

22:: 
294 

%i 
311 
262 
296 
284 

$3 
273 
276 

;$60 
282 
310 
263 

%a 
281 

178 

1!8 

ES 

t 
62 

2151” 
185 
128 

i 
3: 

t 
z49 

4 
19 

t 
!! 

sB6 
161 
141 
143 
153 

297.3 164.8 
23.8 21.6 

-4.6 
4.0 

FOOD CON SUMP TION 

G/DAY 
0 B;ClRy gf;GtiT 

21.4 
21.4 

Ez 
20:9 
20.9 

$22 
20:4 

%I*:: 
21: 2 
21.2 

’ 20.77 t.967 

I ’ 

I I 



tlUECHST AG INDlVlDUAL RESULTS FOOD cJNSUMPTIGN AND BODY WEIGHT PHARHA 

HAxiK zToo4 STUDY 0545 

%osi!p 
TEST DRUG: 3RD DOSE LEVEL 

kBO.DAY O;5PT”DY OS.%!h 24.TEST 

AN IM4 L 
NUMBER 

AN1 MA;LHEp’G;6 [EMpG TO 

At3 SOLUTE INhAL PREViOUS 

START OF STUDY 21.06. I576 PREPARATION 

BITE 
STOMACH TUBE 

MALE 
MAINTENANCE IN GROUPS 

fX;;RvCLOERA;yE; FOOD CONSUMPTION 

FllLlNG FILLING G/DAY 
8 BW& ;;;GHT 

306 
337 
354 

;7ei 
278 
280 

9428 
245 

%E 

%S 

$2 
331 
343 

$3 
273 

SK-i 
292 

3;;a . $ 168.1 22.8 

-2 

1 

-156 
-19 
-25 
-19 
-17 

b! 

i 3 

if 

:a 

i 
11 

I’ / 
’ , 

I I 

I 



I / ,’ 

WECHST AL; IND~OUAL RESULTS FOOD ~-~SUWWON AND BODY twwir \ 
?l(ARYA 

rx:LD h’iroo4 STUIY 0565 

K;p 
TEST DRUG:M;R;GDOSE LEVEL 

250 
tBb.DAY IF STUDY 13.09.1976 25. TEST 

START OF STJDf 21.36.1376 

WE 

‘4EPARAf 
StOHACH rJBE 

MKI NTENANCE ‘:kEGROJPj 

A’4 IYAL 
‘JJ’4aER 

A’J lMAko$ IGHT IN G  FOOI) HOLDER IN G  

ABSDLUTE INhil' ~~%O:~ F;:::% 
AFT’ER 

FILLING 

YEAY 
S 3%oG . '274": . 13 

G/DAY 

26.6 
2k.6 

$2: 
26.6 

7.33 
7.22 
5.45 

t;*I: 
17:b 

:;*t 
22:4 
22.4 
22.4 

7.71 
3.19 
5.79 

kg:5 
5177 

5.32 
7.55 

HJ 
7:1r 

21.95 7.235 





IilECHS r AT, INDIVIDUAL RESULTS FOOL ,dNSUMPTlON AND BODf idEIGHt’ PHARlA 
mi;ll IiT 004 STUDY 

RAT 
0545 ST4Hl OF srurw 21.35.1775 ‘REPAR4TION 

Go:::” 
TfS 1 DRUG: 

3RD DOSE 

2 50 

LEVEL SrUY4CH TJBE 

t91.DAY IF STUDY 2”.;$!:576 

sYE YALE 

27. TEST 
MA I NTENANCE IN GRDJPS 

AVIYAL 
NJ’IBER 

A’4 INA;oiEp IGHT IN G FbOD HOLDER IN G FOOD cousJYPr1lY 

Af3S!lLU rE IN&: @$O:I: F!:f[l’!: 
AFrER 

FILLING G/DAY 
I; 0;:; ;E;GHI 

22.36 7.129 



! ! f \ 

tlJECHj r AG INUltVIDUAL RESULTS FOOL ,ONSUHPTlON AND BOOf mwr ‘HARJA 

YETH30 
h’Lroo4 

STUDY 0545 

%EL 
DJSE 

TEST DRUG:$&DOSE LEVEL 
250 

+?G.DAY IF STUDY 23.09.1976 ZB.TESl 

SrAHT OF SlUDl 21.16.1376 ‘i7EP4HATlON 
5 TDYACH f JBE 

!$Y MALE 
MA1 NTENANCE IN GRIIJPS 

A’JIYAI; 
NJYBER 

AV ‘“AL& I GHT IN G I N G FOCI0 CDYSJ’l~t13Y 
TO CUHP. TO 

ABSOLUTE tNhlL 

W;R;OLDE” 
AFTER 

PREVIOUS FILLING FILLING G/DAY 
I; 8;): +Gti’ 

310.6 180.7 
23.5 18.6 

21.7 
21.7 

w 
21:7 

et 
K2 
23.2 

5.35 
SZ 
7155 
6.53 
7.19 
6.53 
6.53 
6.99 

21.30 6.157 



HOEC tlS T AC I’JDIVIDU4L ?ESULTS t-u00 CONSUMPTION AND BODY WEIGHI 

l%&mf t-l T ‘I ‘1 4 STUUY !I 545 
RAT 

;:gp 
TEST IIRIIG: 3SD DLJSE LEVEL 

2 5’1 YG/KG 
+9R.D4Y 3F STUDY 27. J9.19,76 29. TEST 

START OF STUDY 21.Dh. 1976 

KiTE 
STOMACH TUBE 

MALE 
MAINTENANCE IN GROdPS 

AN1 YAL 
NIJ’IUER 

ZEAN 

AV t YAL UE IGIlT IN G 
L3.lP. TII COMP, TU 

AUS:ILIJTL: IbJITII\L P R E VI OU 5 

F ~100 

6.21 
5.79 
5.56 

xfi 
6:67 
6.07 
6.07 
6.37 

6.142 



HDECIIS r A”, I~biVIolJAL sES\JLTS FdJti CQNSUHPTION AND BODY WEIGHt PHARYA 

:::M ”iy IiT 1’4 SruuY 0545 START IIF STUDY 21.‘)6.1976 PREPARATILJY 
GhJP R 4 1 1 g;yE S 1 UMACH TUBE EST IIRltG: 310 DllSE LEVEL MALE 

DUS E 25 1 MC/KG MAINTENANCE IN GR03PS 
tl[)l.DAY -)I- STlJI)Y 3’).?9.1974 33. TEST 

ANIYI\L AvIvAL WEIG!lT IN G  FUUU HOLDER IN G  
NUYllER C3YI’. TII LUMP. TO BEFURE AFTER 

AUS-tLUTE IUITIdL PHE VI rlUS Fl LLI NG FILLING 

ME4N 325.6 195.4 
S 22.6 17.2 

6.49 

21 4 . 3 6.25’3 
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WECHST AG INDIVIDUAL. RESULTS FUOb LONSU?‘FTION AND BODY HEIGHT PHARMA FORSCHUNG TOXI KOLOC,IF 
ym’dl HT 004 

RAT 
STUDY 0545 

Fi9!!p 
TEST DRUG: 3 D 

3 
DOSE LEVEL 

;‘cM$ OF STUDY 21.06.1976 PREPAR4TtON OCTOPIROX 

SEX 
STOMACH TUBE 

250 
+l.DAY OF STUDY 22.%. %76 

t’AINTFNANCE 
F EMAL E 

1. TEST 
tN GROUPS 

NACJy’%i 
ANItWD EplGIiT 

II 
IN G 

. TO COMP. TO 
t=#2t~CLCE”A#& FOOD CONSUMPTION 

ARSDLUTE INITIAL PREVIOUS FILLIhG FILLING GI DAY 
1: BC??; “o&MT 

9?3 
993 

00385 00396 1 3% 
00387 126 

8 8 31 89 f;l 39 
00395 128 

839 853 1 :: 

lf 1 
123 

CO406 122 
88% 116 

00409 M  

8!3 
966 
966 
966 
966 
966 



z U 

t u a u a UJ 
a aw 

3 
3 U 
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HUECHST AG INDf VIIJUAL RE SUllS FOLI. CCNSUMPTICN ANC BODY WEIG)iT PHARNA FUR SCtIlING TUXI KULGCI t 

METt-011 Hl co4 ~110~ cc45 ;;;r”; CF STUCY 21.06.1976 PREPARAT IUN OCTOP IROX 
AN IYbL RAT STCMPCH TUBE 

Gos’G!p 
*TEST LIRLG: 2Rt-I DC% 1EbEL SEX FEHALE 

+icI.flbv ni5!ruov cl .F?!R76 
t’C1 NTEhANCE Ih CROUPS 

4. TEST . 
AN It4 AL AN IMAL LE IGH 7 IK G 
NIJM RER CCMP. T@ CCPP. TO 

~~~~R~CLCERb~~E~ FCCC CUhSUMPT IUN 

A8 ZDLLilE INIlfAL PREVIOCS FI LLING FILLING G/ CCY 
9; WI; ;;;GtlT 

7.82 
7.82 

i-i; 
7:94 

!*?I 
7:i8 
8.16 

77% 
7:3a 
7.38 
8.00 

;%ii 
7:31 
7.6_5 

77% 
7178 

10.08 7.573 

_-. ___ ---_- - ^.. .-_ ._.. -.-_ 



HOECHST AC INDIVIDUAL RESULTS FOIll, CQNSUflPTION AND BODY WElUHf PhARHA FORSCHUNG TCXIKOLOGIE 

!GE Kloo4 S TUOY 0545 

GROUP 
DOSE 

TEST DRUG: 3Rl.l CCSE LEVEL 

+14.DAY O%UDY 05.!!!!&6 5.TEST 

START OF STUDY 21.06.1976 PREPbRAT ICN OCTOPfPOX 
STOMACH TUBE 

zYE 
MAINTENANCE 

FEPALE 
IN GROUPS 

ANIMAL ANIMAL WEIGHT 
NUMBER 

IN G 

ABSOLUTE 
COHP* TC CONP. TC 

F4;;RIOL”ERA;yE; 

INITIAL PREVICUS FILLING FILLING 

FOG0 CONSUHPT ION 

G/DAY 
% ECII;: j;:GHT 

1 0 f 00 : : t : 
I : z : : : 
1 

.7 

:i 

:3 

:I 

:I 

ii 

:J 

:J 
.3 

2 

:1 
.4 

::: 
.4 

11.28 8.148 



HOECHST AG INOIVIDUAL RESULTS FO( -‘I ,ONSUMPTICN AND BODY WEIGHT PHARMA FORSCHUNG TOXtKOLCGIE 

!G :FK !GToo4 STUDY 0545 

Kgp TEST DRUG: 3Rl.I DOSE LEVEL 

+17.DAY Of’!TUDY 08.:!!!!76 C.TESl 

START OF STUOY 
ROUTE 

21.06.1976 PPEPARATICN OCTCPtRCX 

SEX 
STOMACH TU@E 

FEHALE 
PAINTENANCE tN GROUPS 

lxx% ANIMAL WEIGHT FOOC CONSUHPTION 
ABSOLUTE 

COP(P. TC %‘PG TC 
INITIAL PREViOUS 

ml~oLoERA;~E; 

FILLING FILLING G/DAY 
1 BpoEoRy ;i:GHT 

;EAN 

a22 
E3 

m 
985 

Be;: 985 
98!i 

wi 1022 
838 L10022$ 
838 
!Zba 

:i% 

%I 
'gg. 
t 004 

gt 
$: 

:x 
022 

ah 

8;; 

1022 t 022 

K22 
ace 1008 
800 008 
800 t 008 
000 1008 
800 1ooe 

v2’: 
7:28 
8.27 
8.00 
7.36 
7.90 
7.33 
M 
6:79 
7.59 
;*:i 
7:61 
7.07 - 
7.29 

8.15 
6.@9 
7.57 

10.87 7.591 

- ,--. ,.__ _ __,_ _._ 
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/ 
’ NOECHST AG INDIVIOUAL RESULTS FOC ;UNSUHPTlON AND BODY WEIGHT PHARHA FORSCHUNG TOXIKCLCG IE 

!GK! cd1T004 
STUDY 0545 

GoKP 
1ESl DRUG: 3RO DOSE LEVEL 

+24.OAY O~5~TUDY 15.;!!!$76 

START CF STUOY 21.06.1976 PPEPARATICN OCTOPIROX 
ROUTE STOMACH TUBE 

;E?NTENANCE 
FEt’ALE 

IN GROUPS 
e.TESf - 

ANIMAL ANIMA~o~;fG;; IN G 
NUMBER CCCP. TC 

ABSOLUTE INli IAL PREVIOUS 

tW;CLDERJE; 

FILlXhG FICLlNG 

FOOC CONSUMPTION 

G/DAY 
? BWRy $d;GHT 

I 
1 
I 
I 
I 
1 

1 
1 
: 
I 

i 
I 

2 
.9 

6.65 
X! 
7:62 
7.49 
6.71 
7.46 
6.46 

7.64 
3% 
7:33 
v:; 
7:97 
7.76 
7.26 
7676 
w * 

5 

II 
5 

x 

d 

11 
I’ 
1, 
3 
I 

I 
I 
1 
I 
I 
1 
3 
1 
I 
: 

19 
.9 

24 

11.3t 7.225 

__-. -.... _ 



HDECHST AG INDIVIDUAL RESULTS FOOD dNSUMPTION AND BOOY WEIGHT PHARYA FDRSCHIJNG TOXIKOL(?G IE 

!z:x! k’iT004 
STUDY 0545 

EEp 
TEST DRUG:M~RfGDOSE LEVEL 

250 
+28.DAY flF STUDY 19.Oj.1976 9.TFST 

START OF STUDY 

!zTE 

21.06.1976 PREPARATI 0; 
STOMACH TURE 

OCTOP IROX 

FEMALE 
MAINTENANCE IN GROUPS 

ANIMAL ANIMAL HEIGHT IN G 
NUMBER COMP. TO COMP. TO 

~WJ;R;OLDERA;WE; FOOD CONSUHPT ION 

AR SOLUTE INITIAL PREVIOUS FILLING FILLING G/DAY 
0: R$l$ ;fn:CHT 

45.2 4.9 
8.3 3.0 

3.4 1.84 
3:; 7.71 8.08 

2: * 88% 
2.2 

2’2 

7:61 

ws 

$2 9:11 7.42 

13.16 0.054 



- HOECHST AG INDIVIDUAL RESULTS FOOL G~NSUMPTION AND 6OOY UEIGHT PHARYA FORSCHUNG TDXIKfILOCIF 

“Afi:w k’iT004 
STUDY 0545 

GoRo%!p 
TEST DRUG:M$~~GDDSE LEVEL 

250 
+31.DAY OF STUDY 22.07.1976 10.TEST 

START OF STUDY 21.06.1976 PREPARATION ClCTOPIROX 
STOMACH TUBE 

NTE FEMALE 
HAI NTENANCE tN GROIJPS 

ANIMAL ANIMAL HEtGHT IN G FOOO HOLDER IN G 
NUMBER COYP. TO COHP TO AFTER 

A8 SOLIJTE INITIAL PREVhJS F!%% FILLING 

FOQD CONSUMPTION 

G/DAY 
% A;!;: #;;GHT 

12.5 

‘,$=Z 
12:s 
12.5 

W 
11.9 

:t*99 
12:7 
12.7 
12.7 
12.7 
12.7 
12.2 
12.2 

ts*s 
12:2 

7 .O2 
7.35 

t l ii! 
7:77 
6.56 
7.88 
6.65 
8.24 

Ef; 
7132 
7.38 
7.69 

12.33 7.250 



c” 
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, 
I IOECHST AG IND1VtDUAL RESULTS FOOf 0NsuPPTlah A&D eauY WEIGHT ’ PHARMA 

!xE tIT qn4 SIIJDY n545 
RAT 

GROUP 
OOSE 

TEST ORUG:M;BWGDOSE LEVEL 
250 

+3El.OAY OF STUOY X.03.1476 12.7EST 

STPPT CF STUDY 21 .06.1976 PREPARATION 
STCMACH TUOE gTE FEPALE 

CAIhTEhAhCE Ih GROUPS 

i%%k ANIMA~OLHpfIGIiT IN G 
TO CCCP. TC Z~~R~CLDFPA~~E~ 

ABSOLUTE IWiIAL PREV ICUS FILLING FILLIhG 

00365 
00366 
ao8% 
00369 
0000~~~ 
00377 
88% 
00385 
OOES 
800% 
00395 
00396 
00397 
c!cD398 
88% 
004'36 
00407 
88% 

FCC0 

G/DAY 

13.0 

:z 
13:o 
13.0 

CONSUMPTION 
X t3W; $GHT 

7.12 
A.34 
6.78 
8.78 
6.76 

7.05 
71% 
7:01 
v';:: 
6:82 
7.86 
6.40 
7.11 
7.231 



\ 
MECHST AG INDIVIDUAL RESULTS FOL ;ONSUMPTION AND BODY WEIGHT PHARHA 

“n%E t-IT 004 S’ICDY 0545 
RAT 

EEp 
TEST DRUG: 3R0 -DOSE LEVEL 

t42.DAY “;*!TUDY OZ.H0!!:%6 13 .TEST 

21.06.1976 PREPARATION ;TTA;‘E OF STUDY 
STOMACH TUBE 

S EX FEMALE 
MAINTENANCE IN GROUPS 

AN IMAL 
NUYBER 

AN I MA;o$F1 GH 1 IN G FOOD CON SUMP 1 ION 
IO CO~J’P. TO 

A8 SllLUlE IN1 il AL 

f3J~3JR~“LDERA~4& 

PREVIOUS FILLING FILLING G/ DAY 
II. IWIRy ;d+GtiT 

62.3 
10.6 

16.06 8.826 



\ 
HI EC t1ST AG INDIVIDUAL RESULTS Ft CONSUMPTION AND BODY WEIGH1 PHARHA 

% :HHz:’ HT 004 StlDY 0545 
RAT 

GIDUP 
DJSE 

TEST DRUG :Mz;;GDOSE LEVEL 
250 

+45.DAY OF STUDY 05.08.1976 14.TESl 

;T$;‘E OF STUDY 21.06.1976 PREPARATION 
S TOHACH TUBE 

SEX FEHAC E 
MAINTENANCE IN GROUPS 

AY IMAL 
NUMBER 

ANIMA;D;;IGHT IN G 
TO COMP. TO 

;;;$RtCLDERA:NEg 
Afl SOLUTE INt il AL PREVIOUS FILLING FIL ING I 

TiZ 
i% 
174 

f !! 

E 
192 
215 
194 
194 
173 
190 

i 3 

:t: 
102 
180 
201 
177 

:bS 

s -ze 
TT 
‘: 

-5 

% 
996 
954 

99% 
954 
954 

FOCI0 CON SUMP T tON 

C/DAY 
t 0LJERy ;d:GHT 

::-i 
11:7 
12.2 
12.2 
12.2 

ft-s 
12:3 

w3 
12:3 

6.08 
5.82 

6.68 
6.80 
6.49 

B .Si, 
.65 

6.78 
7.76 
6.31 
6.96 

12.25 6.646 



f .i ‘7 
’ HIECHST AG INDWDUAL RESULTS FDL- CDNSUMPT ION AND BODY WEIGHT PHARMA 

Fi :R 
HT 004 SlLQY 054 5 
RAT 

tT&;; OF STUDY 2 1.06.1976 PREPARA 
S lOMACH TUBE 

GROUP TEST DRUG: 3RD DOSE LEVEL SEX FEMALE 
03 SE 

t49.l.lAY O;%DY Cd:!%6 
MA I Nl ENANCE IN GROUPS 

15 .TEST 

A’4 IMAL IN G FOOD CON SUHP T ION 
NUYB EH 

AN I NA;L&lGH 1 
TO CONP. TO 

fW);CLDER$E~ 

AB SOLUTE IN1 i1 AL PREVIOUS FILLING FILLING G/DAY 
S B;IRy ;;;GH’ 

201 
180 
203 

iS$ 
184 
164 

::i 
192 

I% 
196 

3 
LB4 

‘1% 

K! 

t:: 
178 
220 
200 

15.1 
15.1 

:55*: 
16:O 

t it:! 

If.1 
17.1 

15.90 8.520 

7.63 
8.45 
7.50 
9.05 
8.72 
8.30 

w 
10: 10 

8.38 
8.72 

E’: 
8:21 
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’ MECHST AG INDIVIDUAL RESULTS FOOL (;ONSUHPT ION AND BODY WEIGHT PHARHA 

MnvE :z! HT 004 SILDY 0545 y4;~ of STUDY 2 1.06.1976 PREPARA 
RA 1 STOMACH TUUE 

GIOUP SEX FEMALE 
DUSE 

TESI DRUG:H~~;GOOSE LEVEL 
250 HAINTENANCE IN GROUPS 

+56,OAY OF STUDY 16.00.1976 17 . TEST 

AV IMAL ANIHA~O~~IGHT IN G 
NUYBER TO COHP. TO 

AB SUL UTE INhAL PREVtOUS 

;F;;RzCLDERAk;E; FOO 0 CON SUYP T ION 

FILLING FILLING G/ OAY 
% BpOClRy ;i;GtiT 

14.5 
14.5 
14.5 

124 
15:9 
ii:f 

. 

7.05 
7.78 

00365 
00366 
i.E~a’ 
00369 
00375 
003 76 
00377 
00378 
oo%Z 
0000% 
0000%; 
00395 
XE4 
00398 
00823 
00406 
00858eT 
00409 

IEAN 

-ii -2 s s 2 

3 
it: 
641 
716 
716 
$18 
ZQ4 

% 
682 
682 

2:; 
667 
667 
667 
617 
its 
617 
617 

6.96 
2;; 
8:42 
P% 

IO:24 

7.829, 
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HUECHST AG INDIVIDUAL RESL’LlS FOOD LONSUNPTION AND BODY WEIGHT Pt1ARMA FORSCHUNG lO~IKOLOGIE 

‘;INE:HH:LD 
HT 004 6YlDY 0545 ;T+& UF STUDY 21.06.1976 PREPARATION OC70PIROX 
RAT STOMACH TUBE 

GROUP 7ESl DRLG: 3HO OGSE LtVEL SEX FEMALE 
OUSE 

ti’O.UAY O%JDY 3O.%!k6 
NAINTEhdNCE IN GROUPS 

21. TEST 

AN lMAL IN C FOOO CONSUMPTION 
NUM BEH 

AN tHA~Lh~1Gt-U 
10 CGPP. 1c 

F-N;R;CLOEAA:fE; 

AD SIILU 1E IdIAL PREilGbZ FILLIbG FILLLNG C/DAY 
% “Op:; ~;jGHT 

ooji5 
ii%‘: 
00378 
00385 
00386 
00387 

8%: 
00395 

E%t 

;%z 
00405 
00406 
00407 
00408 
00409 

4.6 6.71 
4.6 1.66 
4.6 

X 

22 
3:6 

6.70 



3 3 3 

a 

-ad 
X-U 
W

- 
- 

.C 
W

O- 
-raz 0' 
-IO 
c 



, ’ \ 331 . . \ 

HDECHST AG INDP VIDUAL RESULTS FI3OD ,.JNSUMPTION AND BODY nEIGHT PHARMA FORSCHUNG TOXI KOLOGIE 

%:$K 
HT 004 STUDY 0545 START OF STUDY 21.06. IF76 PREPARATION OCTOPIROX 
RAT ROUTE STOMACH TUBE 

sRoosEup 
TEST DRUG: 3RD QOSE LEVEL SEX FEMALE 

b77. DA y 0; ?!TUOY 06. !$!!%6 
MAINTENANCE IN CROUPS 

23.TEST 

AN IH4L ANIMAL HEIGHT IN G FOOD CONSUMPTION 
NUMBER CCMP. TO COMP. TO 

t=~~=R;CLOERA;~E~ 

ABSOLUTE INI TI AL PREVIOUS FILLING FILLING G/DAY 
%  B;lRy ;E!;GHT 

-1: 
-4 
-! 

-12 
-z 

-10 
1; 

-‘j 

-h 
-3 

rf 

-t 
I$ 
-9 

-2: . 14.83 7.307 



’ HOECH ST AG 1 NO1 VIOUAL RESULTS FOOL dWHPTION AN0 8OOY YEIGHT PHARHA FORSCHUNG TOXI KOLOGI E 

tlT 004 
RAT 

STUDY 0545 

TE ST DRUG ‘M$‘I~GDOSE LEVEL 
DU SE 250 

,EIO.DAY OF STUDY 09.09.1976 24.TEST 

START OF STUDY 
ROUTE 

21sOt5,1976 PREPARATIGN CK TOP1 ROX 
STOMACH TUUE 

SEX FEHi 
MAINT ENAb JCE tNh$OUPS 

AN I!14 L 
NUMBER 

ANIMA~L&IGHT IN G FCC!0 

AD SOLUTE INh i! x 

HGLDER$ $ 

“p%!‘viC:! F;:fT]f$ 

FOOD CON SUMP7 ION 

FILL NC 4 G/DAY 
‘3 BIllRy )d#GHT 

MsEAN 2K? z 80.7 
. 14.9 k!:'; 

636 
636 
636 
636 

1052 

1 
052 
052 

i 
052 
052 

wi 
CE 
1025 
1025 

DIED 

i 00% 
1020 

1006 
1006 
1006 
1006 
1006 

11.35 5.625 



t I’ 3, 3 ;, 3 
HIECHST AG INDIVIDUAL RESULTS FOOD ~ONSWW~~ON AND ~001 wmir PYARIA F3PSCtiUNG TJXlKlL7~IE 

!Erl’iF i%004 STUDY 0545 

g;’ TEST DRUG:M~RIGOUSE LEVEL 
250 

t94.04f IIF STUDY 13.09.1976 25. TEST 

SrART OF STUOf 21.16.1376 ‘9EPAR4r13U OClOP IROX 

2YE 
Sr3Y4CH 1 JBE 

FEMALE 
MA1 NlENANCE IN GROlPj 

204.2 
15.5 

7.55 
pi; 
e:;1 . 

91% 
9:39 
7.22 

z: 
6:51 
6.5% 
6.43 
7.%2 
7.24 
7.31 

i::; 

15.96 7.332 
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l13ECHST 41; INDIVlDUAl RESULl-S FOOL ,DNSUHPliON AND BODY ilEIGHl ‘-t4\Yfi FIRSCHUNG lOXI KiJLD: if! 
METHJD HT 004 SlUOY 

%:;L 

0545 SlART OF STJDY 
RAT 

21.36.1976 PREPARAl ION OCTOP IROX 

DJSE 
TEST DRUC:M~;~GDOSE LEVEL ZTE 

STIYACH r Jt3E 

250 
FEMALE 

&9?.04Y IF STUDY 16.09.1976 
MA I NTENANCE IN GROJPS 

26. TEST 

AYI’fAL 
NJJBER 

AN IMII~~~; I GI1T IN G 
TD COMP. 10 

INlilAC 

;;;fIR;OLOER IN C 
AFTER 

ABSlLUlE PREVIOUS FILLING FILLING 

203.8 02.3 -0.2 
17.4 13.9 4.9 

FOOD COVSJYP~IJY 

‘3 DAY 
II KJIJ: ;gGtir 

, 

13.22 6.516 



u “’ 
z 

x 
3 

3 
- 

LL 
c a 



“h:\;;? :‘iroo4 STUDY 

g;WgP‘ TEST DRUG:M;R$DOSE 
250 

tJ4.04r IF STUDY 23.09.1976 

( . r ‘\ \ 3x 
tIlECtiST AT, INDIVIDUAL RESULTS FOOL ,ONSUMPTION AND BODr WEIGHT ‘HAaYA F3RSCHUNG TIJXIK’JLD~ IE 

0545 STpRT OF STUDY 21.36.1376 PREPARATION OCTOPIRDX 

LEVEL zYE 
STOY4tfi rJBE 

FEMALE 
MA1 NlENANCE 

28. TEST 
IN GROJPS 

AYI\14L IN G 
“JJ\(BER 

AY lNA;O$ I GMT FOOD HDLDERA;;Eg 

INlid! ~~~~iO~[: I$::/$ 
FOOD CDYSJYPTIIY 

4BS3LUTE FILLING C/DAY 
I 9;.l: ;;;GH’ 

?\EI\Y 2OR. 1 85.6 -1.2 
S 11.0 9.4 3.0 

1.24 
7.11 
7.31 
5.?1 

15.73 7.372 

.._ _-__-_ 
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HlJECHj T Al; I\l~lVlDU4L 3ESULTS FudD CONSUHP~ION AND BODY HEIGH, PHARYA F3R SCHUVG TOXIKOLOG IE 
;I: y-l: HT ,\‘)4 STUDY ‘) 545 

QAT 
START OF STUDY 

SFE 

i!l.r)6.1976 PREPARATIOV 

Gn%p 
TEST DRIIG: 370 DOSE LEVEL 

SrOMACH TUBE 
OCTOP IROX 

t135.94y JKTUDY wt.::!:& 
Mfi1 NTENANCE 

FEMALE 

31. TEST 
IN GROUPS 

F DOD CDNSJMPT IOh( 

G/DAY 
x RLg;: ;pir 

13.2 6.42 
6.51 
6.46 
6.05 

6:79 ‘;*s; 

7.78 

%2 . 

. 

14.25 6.741 
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Mn; KLD HT 004 
HAT 

GROUP CONTROL 

STUDY 0545 

+Rb.DAY DF STUDY 15.09.1976 FINAL VALUE 

AYML. t’; :Y ERYTHR HAt- 
NO. OCYTES MA rO- 

IN Ml0 GRIT 

00215 14.1 6.87 43 
00216 15.1 7.92 
00217 15.4 UO218 14.7 EI . 
Or)219 X 

C&W& 14.2 x 7.32 43 

00227 15.5 le50 00228 14.9 77% 4: 
00229 15.9 
'JO235 14.9 7162 2; 
00236 15.2 
00237 15.7 
00238 15.7 
00239 16.3 

MsEAN 15.20 0.64 0.309 7.425 44.1 1.9 

HE TI- TtkOM- LEU- 
CULU- tlo- 
CYTES CYTES :;TE 

x 
5 tb 
576 

686 

iii36 
603 
714 
855 
686 
849 
686 

Wi;g OF STUDY 22.06.1976 PREPARAflON OCTUPlROX 
STOMACH TUt3E 

SEX FEMAL t 

JUVE- 
NILE 
IN 9 

HAND 

IN % 

0 

EOSI- UAS3- LYY- Y3NJ- 
NOPH PHlLS PH3 
IN S IN Y IN 0 FNYTEoS 

li.5 694.0 7.02 0.00 0.07 9.93 0.60 0.00 89.40 0.00 0.00 
. 126.1 1.29 0.00 0.26 3.77 0.83 0.00 3.79 0.00 0.00 

x nicht auswertbar 



/ --‘> 
HIECILST AG INOIVIOUAL RESULTS I’. .4ATOLOCY 

,‘,- .l 0, t 
\ 

PHARYA FOR SCliUNG TOXI KOLUC IE 
yw; HT 004 STUUY 0545 

AAT 
g/j;;” TtST DRUG: 1 ST ,DOSE LEVEL 

;'nM; OF STUDY 2l.Ob.lV76 PREPARATION OCTOPIRUX 

SEX 
STUMACH TUdE 

+85.04Y 3F4!TUDY 14.%!::76 

MALE 

FINAL VALUE ’ 

A\IYL . HU IY ERYTHH HAE- RE TI- 
NO. I; % OCYTES MAlD- CULO- 

THhlM- LEU- JUVE- UAND SEGM EOS I- BASJ- LYY- 
till- 

1N MI0 CHIT CYTES CYTES :;TE !ltL: 
tg”gH ‘;v&s PH3 

Y!lND- PLAS- CLUi PRtl?iR 

IN %l IN 2 I IN P 4NVTES MAC l 
gJE ;p 

00060 15.3 
00061 16.3 
00062 16.2 
00063 14.4 
00064 15.1 
00070 15.9 
00071 17.2 
00072 16.5 
00073 17.2 
00074 16.0 
1)0080 15.6 
00081 15.6 
00082 16.6 
00083 13.0 
00084 16.9 

708 
:%i 
776 
083 
742 
764 
003 
889 
987 
697 
759 
872 
2:: 

YE AN 15.85 1.11 0.458 tI.303 47.9 3.2 f;.; . 000.8 9.97 0.00 0.00 11.46 0.77 
86.0 2.04 

0.00 
0.00 0.00 4.61 

a7.77 
1.01 0.00 4.25 

x Blutaueetrich nicht auewertbar 

xx Reti-Aueetrich nicht auewertbar 



,_j._._ _ .-AL- .,A, ___. i__ .,I :. :.-‘-a.: . .rs.-1L ,. _, : ,A .n2t&wa.., I ,a: _ _.l_.. 
r ; ’ ’ ? 3 ‘I ‘i 

HJ ECHST AG INDIVIDUAL RESULTS IATOLOGY 
.\ 

PHARHA FOR SCHUNG TO XI KfJLCJG IE 

bw;;~ HT 004 STUDY 0545 21.06.1976 PREPARATION DClOPIROX 
RAT 

yw; OF sruw 
STOMACH l-UBE 

EiiP 
TESl DRUG: 1ST DOSE LEVEL SEX FEMALE 

+H6.oAY 3F40STUDY ,5,1;3(;j!viTb FINAL VALUE 

AN’!L. t-10 IN ERYTHR HAE- RETI- THkOM- LEU- JUVE- RAND SEGY EOS I- BASQ- LYY- 
ND. G :Z UCYTES MATO- CULO- BO- 

IN MI(l GRIT CYTES CYTES %E ;iiLE IN % IN !# 

‘l3N13- PLAS- CL01 PHOTHR 
Fi’iPf ‘;t$y PHJ CYlES MAC. 

, IN & IN Y 
$’ ;:$E 

UO265 L4.0 7.43 
00266 15.7 7.92 2 8 0' 6 

0 
xi : : 

00267 15.2 
00268 14.8 

Vi! 
7:03 8 

i ii 
i 

E : 
00269 15.1 787 0 0 0 0 

00275 14.9 00276 15.1 :*z 43 :: 764 ::55 00 G  0 i ii: 
00277 15.6 t:Y6 

22 if 0' YO : 

00278 15.8 

H 

8.00 
00279 15.0 

22 :42 
i 16 ii-: 

b 
: 

00285 
1;1 

95 
14.4 ai! .:22 

8 
ki I 3 : 

8 
00286 15.5 00287 16.2 Z? 16 I: 0 00 
00288 15.8 00289 15.1 :z ii 

:a : 
42 1 00 -ii iii 

!FAN I5021 0.57 0.263 7.615 44.0 2.0 'i.4 . 753.5 78.7 0.92 t.59 0.00 0.00 0.07 0.26 8.20 4.35 0.93 0.88 0.00 D.00 90.07 4.71 0.07 0.26 0.00 0.00 
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WECHST AC INDIVIDUAL RESULTS “’ ’ HATOLOGV PHARHA FOR SCtiUNti TUXL KULDG IE 

MAl: :I2 
HT 004 SILtflY 0545 ;;I$[ OF STUM 21.06.1976 PREPARATION OCTDPIROX 

GiOUP 
UAT STOMACH TIetHE 

TEST DRUG: 3RD DOSE LEVtL SEX MALE 
D.‘ISE 250 ML;/KG 

t85.04Y 3F STUDY 14.09.1976 FINAL VALUE 
I  

AV’IL. HB IY ERYlHf( HAE- RE TI- TtiROM- LEU- JUVE- BAND 
NJ. G S UCYTES MATCt- CULO- BO- 

IN MIU CHlT LYTES CYTES :!TE “r’hL: IN 1 

90160 14.6 14 
00161 13.6 

28 i OD 

00162 15.6 

1; 
00163 15.1 

5; i 
03164 15.1 4: ii 

I 
00170 13.9 10.1 
00171 16.4 127 $2 $2; 7.0 0 
00172 15.2 731 

00173 15.9 :f 883 lik! : 
00174 14.6 731 00180 15.1 10 708 1s 00 

t 
0 

00181 11.0 1004 
00182 15.7 

53: T 
759 

10”:; t: 
00183 16.0 

2:: 

00184 15.5 9:17 2: z”c 719 2; : 
I 

781 1 

SEGH 

IN %  

Ens I- BASJ- 
NUPH t’HILS 

FAN 15.06 1.40 0.301 8.644 46.8 3.9 18.1 9.2 770.4 79.1 11.27 3.77 0.00 0.00 0.13 0.35 16.L3 8.75 0.96 1.07 0.00 0.00 

x Reticulocvtenaueetrich nicht auewertbar 

KY Y3N3- PLAS- CLOT PHtllttR 

IN 1; FNY”fii s MAC l 

pc”t ‘SE;” 

2: 8 ii 



-- -. 
1-7 ,-. 

HIlEiHST 4G 
\ ‘382 - I 

INDIVIDUAL RESULTS HATOCOGY PHARHA FOR SCHUNG TUXI KULUGIE 

MavE w! HT 004 STUIJV 0545 
KAT 21.04.1976 PREPARA flON OCTOPIROX 

$!y TEST DHUG: ?RD DOSE LEVEL 
Wt; OF SrUOY 

SEX 
STOMACH 1UBE 

250 
+86.DAV IIF STUDY 15.%!:%76 

FEMALE 

FINAL VALUE 
A’JYL. HU IrJ ERVTHR tlAE- KETI- 
N3. G x OCYTES MATO- CULO- 

$KOM- kk$- ;;JE- BAN0 SEW EOSI- BAS3- LVY- 

IN NIU CHIT CYTES CViES CYTE IN 3 IN % IN % 
;;P; c;“\S PH.l 

YJN’J- PLAS- CLOT PHOTtiH 

IN 0 4VfS MAC- lIME w stc 

?sEAN 15.16 0.74 7.814 0.340 44.5 2.5 2;.; . 749.3 47.0 8.49 1.51 0.00 0.00 0.08 0.28 8.38 
7.34 a A; (J.(la . 

91.08 
7.92 

0.00 0.00 
0.00 0.00 

- 



I f lECHST AG INDI WIOUAC RESULTS .r lATOLOGY PHAHYA FUR SCHLNC; ILJXL KIJLW; lb ,. , 

Mnf$x; HT 004 
RAT 

GROUP CON TRIIL 

STLDY 0545 !XA;; OF SlIJlIY >L.U~,.19/6 PREPARAl l0N CICTOP IROX 
S TiJMAiH TII1)E 

SEX HALE 

tlO7.DAY OF STUDY 06.1O.lWt FINAL VALUE 

ANHL . Hi1 IN fl(\lHR HAE- RE TI- IHkOH- LEU- JUVE- RAN0 SEGM E(J’; 1 - IjAjLJ- L YY- MOND- PLA S- CLII 1 PWII CIIK 
NO. G  :b IIC! If S MATO- CULO- UO- 

IN Ml0 CR11 CYlES CYlES &E :f\Li IN Y 1N.X E”,” 
I;‘:l;S PHJ 

I 
\J’;S MAC. 

ItJg ’ 
y;E TIME 

SEC 

00040 14.3 
00041 14.3 
00042 13.4 
00043 15.1 
00044 14.0 
00050 14.0 
00051 14.tl 
00052 14.1 
00053 15.1 
00054 14.0 

tzfl 6.9 

599 710 2: 
692 
692 2::: 

0 

:: 
lJ 
0 
0 
0 
0 

:: 

:EAN 14.31 0.54 p;;+ 4i.z . 20.3 7.0 694.3 61.9 5.50 0.98 yl; . ;.:02 . 1:.+‘: . pi’)2 . ;.g . 88.00 3.83 0.00 0.00 0.00 c.00 



. if’ 

,-__._ “..“._.‘L~.. ._ . . . 1 1.1. .->.a- . .-a*..- 

I,-‘\ 383 

_ 

HDECHST AG ,‘kAlOLOGY 
\ 

INDI VI DUAL RE SULTS PHARYA FUR ZCIIUYG 70x1 KULcJti li 

% % LD HT 004 STUDY 

d RAT 
GH UP CON TRUL 

+lOB.DAY 3F STUUY OI.LD.lS76 

ANML . HR IN ERYlhI~ HAE- HE TI- 
ND. G ‘g DCYltS MAW- CULU- 

IN MI(l CHIT CYlES 

00;;;; 12.9 6.56 41 12 
x 

00247 12.9 00248 3.0 
00249 t 3.7 

66-K 
x 7:c7 

$ 
I 

fi 

E-E65 X  

00257 13.2 
00258 14.1 w 

7121 
ZP 3 

00259 14.5 45 12 

IZEAN 13.59 0.61 0.406 6.@41 40.4 2.7 *:*t . 

0545 SW; OF FTlJDY 21.UG.lY76 PREPAHA~ION OCTQPIROX 

SEX - 
S TiJMACH TUllE 

FEMALE 

F I NAL VALUE 

451 4.3 0 0 17 2 0 81 0 0 

653 
229 

44:; 00 00 22 i 3: : u49 6.7 0 0 6 1 92 0 f 

;;;.: . ;;.g . 0.00 0.00 0.00 0.00 17.29 6.07 0.79 1.57 O*lu 0.38 86.00 6.4tJ 0.00 0.00 0.00 0.of-l 

x nicht auswertbar 
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tI)ECt-tSt AG INOf VI DUAL RE SULT S HATOLOGY PHAHYA FIlHSCtILNG IUXIKUCUGIE 

FINAL VALUE 

;)A;; OF STUDY 21.06.1976 PREP4RAIION OCTOPIRUX 
S lUMA(;ti TUBE 

SFX MALE 

ANML . RF II- 
NU . 

H; ;N ERYIHR HAE- 
1 

&-It+ #J- $yJz- OAND SEW EUS I- t.iAS3~ LY’I- 
OCYlES MATU- CULO- UO- 
IN MitJ CRIT CYlES CYlfS CYTE IN 1 IN %  IN %  

w&l ;l&y P1-13 
IN Y 

00090 14.3 
x 2; 

36 770 
2’: I: 

0 15 0 0 a5 
00091 14.7 

t&l *: 
647 

00092 15.4 742 4.6 I: 7 : 00 iit 
00093 4.8 
WI;; t 4.6 

7.E3 
:?I %  

5*4 0 
$76 4. 9 : 65 1 ki 2 

g;Nl;; 16.1 8.43 49 20 7OH 4.8 0 0 a 0 0 92 
X 

00103 14.9 7.91 43 16 625 5.7 II 0 14 0 0 tJ6 

!FAN 
1.y; . 

-y& 
42.: 

15.1 
Y? T 

5.50 0.09 0.00 9.71 0.57 9.00 
. . 8.6 > . 0.82 0.00 0.00 3.82 0.79 0.00 ayj . 

x, nicht auswertbar 
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I -DECHST AG INDIVIDUAL RESULTS .L. kAlOLOGY I’tIARYA FORSCHIING IUXIIWL~J~;IE 

‘inFs:MHoalu 
HT 004 STIJDY 0545 SrAHT OF STUDY 
RAT Hl-Jllr E  

21.06.1’376 PREPARATION OCTUPIHUX 

EY 
TEST nRuG: 1 sl nosfi LEVEL 

STWlACH TUUE 
SEX FEYAL t 

t lOB.DAY “F4~TllDY Od:!:h F  I NAL VALUE 

ANIYL. tit3 IN ER YlHK I1AE- Rt TI- 
NO. 

T;I ROM- kE$J- 
G %  UCYlfC MAID- CULII- tin- 

#$- UANIJ SEGY EO’j, I- BASU- LYY- 
f4I$; l’t$l$ PHJ 

Y3N’Jy PLA s- CLUI PKlJlHl( 

, IN% 
;NyTiS MAC. IIM t :[c”” 

stic IN Ml0 CHIT LYTFS CYIES CYTE IN f IN X IN a; 

YiEAV l;.$ -I/l; 42.2 
. . 

12.; ba&y ft’$d 0.00 0.00 8.80 
1.Y . . . 0.00 0.00 3.61 

x Reticulocytenausstrich nicht auswertbar 
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KIECHST AG INDIVIDUAL RESULTS t.dATOLOGY PHAHMA FURSCHUNG TUXI~ULLJ~IE 

% % ! HT 004 STliDY c545 ;;a& OF sruclr rl.u~J.lY76 
RAT 

PREPARATION OCTOPIRUX 
STUMAI;H rUBE 

K!uFp 
TEST DRUG: 2ND UDSE LEVEL SEX FEMALE 

t’lO&LIAY “:D!TUD~ 08.%!::76 FlNAL VALUE 

AYYL. Htl IY ERYTHR HAE- RE’lI- THhM- LEU- JUJE- I lAND SfGM EUS I- UASLI- LYq- YON3- 
NO. G ‘#i OCYlES MAlU- CULU- Bfl- 

IN MID GRIT CYTES CYlES :v”TE :hL: IN S IN ‘4 
NrlpH I’IIILS t’H3 

PL?S- CL01 I’RUItiR 

IN i IN t IN 1; 
4;‘;s MAL. &!;t :;;t 

00345 14.3 360 II 0 00346 14.7 ::;; 44: ;:z : 
pm; 

$:f 5 1 z; : 
13.4 6.42 37 . 

H 
0 6 1 :: 93 0 

X 

00349 13.5 8 430 6.7 0 2 0 
00355 13.1 :I! 4 ‘t 6 3 

: 

2::: 

3 
; 

2 
i 

00356 13.0 
00357 16.0 2 618 

ii 1: 0 

H 

1) 
8 

85 00358 13.7 527 5.4 0 0 14 9 0 86 : C 

rEAN 13.96 1.01 7.C5t 0.523 39.5 3.0 13.5 t* 438.4 82.8 0.81 5.74 0.00 0.00 0.00 0.00 8.25 3.96 g.;; . ;.‘:$ . 91.00 3.59 0.00 0.00 0.00 0.00 

x nicht auswertbar 
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ANYL . tif1 IN fR 1 1HR Iiak- KE 1 I - Tl;R”M- &EU- JUVE- 8AND SECM EflSl- UASU- LYY- Y JVJ- PLa s- CLO r t)Pnj~tH 
‘NO . ti Y OCYlES MAW- CULO- I111 - 

IN El10 CRlr CYltS CY1F.S k&E !ikL: 
PHIL s PHJ 

IN 4 IN % YUH , IN I IN g 
;NyT:S MAC. 

‘lMt E’ SEC 

00395 13.0 
00396 14.3 
00397 14.1 
g)q;p; t p': 
00405 1319 
00406 13.9 
00407 13.2 
00406 14.1 
00409 13.3 

;EaN 13.78 0.45 

38 
40 
:r; 
40 
4; 
39 
39 

39.3 
0.8 

:ro 
22 

23 
51; 
532 
527 
360 
414 
gi' 
543 

'$.$ 4;:.9 5.77 
. . 1.65 

8.13 
5.57 
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b 0 ii 

a 0 ii 
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3 9 4  

2 a B ' 2 2 9  

K C A R :  i ir ' ln KL I iR  I N A B  l ic in ii i i i iitii 

rim  
9 0  tA G i 

i i i 
. 

0 6 l h  Q E L ’B . 0 %  G E h  G S tJ GbC i :  

b u o  !O O l O r 0  G O  i i6 r'.i 

0  0  0  0:  d  6  

0,  0  0  0  6  6  

a  0  0  0  &  6  

0  0  0  0 1  6  1  

0 0 1  0 0  0 0  06 ,  iJ0  b &  
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